Although individuals with Zika virus (ZIKV) antibodies were reported in Malaya in mid-1950s, entomological and human surveillance in Singapore did not identify autochthonous transmission until the outbreak of August-November, 2016. A total of 455 cases from 15 separate clusters were identified. We asked if this ZIKV outbreak increased the incidence of Guillain-Barré syndrome (GBS) and aimed to characterize these cases. Eleven GBS cases, consecutively enrolled into our prospective GBS database from onset to 4 weeks after outbreak, and six controls, comprising three GBS patients enrolled before outbreak and three non-GBS patients, were examined for evidence of recent ZIKV infection. We performed serum, urine ZIKV RT-PCR, ZIKV serology, and virus neutralization assays, accounting for cross-reaction and co-infection with dengue (DENV). We found five GBS cases with only serological evidence of recent ZIKV infection (including one ZIKV-DENV co-infection). A temporal relationship with ZIKV outbreak was unlikely as two cases were GBS controls enrolled 3 months before outbreak. None reported symptoms of ZIKV infection. In addition, compared to last 10 years the national number of GBS hospitalizations did not increase during and immediately after outbreak. We conclude the 2016 Singapore ZIKV outbreak did not cause a change in GBS epidemiology.
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| Evidence of ZIKV infection in GBS cases
Eleven patients consecutively enrolled into the institution's prospective GBS database 9 over a four period, from August 27 to admission. Urine was also tested for ZIKV RT-PCR. Three GBS patients seen before the abovementioned outbreak and three non-GBS patients with unrelated neurological illness were included as controls. We compared clinical course and recovery rate of ZIKV and non-ZIKV-related GBS.
| Immunologic analyses and virus-neutralization
Antibody titers were assessed in the serum by a virion-based enzymelinked immunosorbent assay (ELISA) as described. 10 Polystyrene 96-well microtitre plates (MaxiSorp, Nunc, Waltham, MA) were coated with purified ZIKV or DENV-1, DENV-2, DENV-3, or DENV-4 and ELISA assays were carried out as reported. 10 ELISA readings were done in duplicates. Neutralizing activity of antibodies from virusinfected patients was tested as described. 10 Healthy donors (HD) without any symptomatic history of DENV and ZIKV infections, negative for presence of antibodies against DENV and ZIKV, were used as reference controls for the serological testing.
| Data analyses
Data are presented as mean AE standard error mean (SEM). Statistics were performed with GraphPad Prism 7 (GraphPad, La Jolla, CA). Difference in mean monthly number of GBS hospitalizations was tested using two-sample t test with unequal variances using Stata 14. and not done for case 3. Urine ZIKV RT-PCR was negative in cases 5, 6, and 13 and not done for cases 1 and 3 (see Table 1 [4] [5] [6] [7] [8] 12 Overall, our findings and the national surveillance data failed to detect an appreciable increase in GBS cases associated with the 2016 ZIKV outbreak in Singapore. The serological evidence of recent ZIKV infection in a few cases did not imply causality. We believe the data from our cohort, albeit small, would be important in understanding the Research and surveillance to understand the pattern and burden of ZIKV, other flavi and arbovirus-related GBS in South and South East Asia is our current research focus.
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